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(57) ami 

h \Z J: 5 IL-6g££jW»-r £f§tt£;rr Z>{k&m&4>ts: 



*iL-6iS^«ak'Stt**r*atti»t**r*ci:*«ffii:r*. mem ic 

• 6 SIR £ n *tt£fc<7>£»??l» 6 ft *3u!c1&T'& * C t £ MB t T *» 

r 2002x1* * 0^aa*<*w«BT» e>*i*ct£ifc&i: r *B*ig 4 iciewco 

[B#*6] ##l 1844T'/^^-y-VU«f^<7)C.N.C.M. lZ«?ft3*lTl* 

[»#*7] SSByf+T**^*--/-** htCJ:*lL-6a^tC«a[ig14*f»6 
ft * £ BM 6 ClBttW«c^*O^TTfH»*«6T f *il* ti * - 1 «4» 

MM 8] l«!7cmffilT«^« t >T7*yiM htC«fc*IL 

[b*H9] /w*-***. *&mmx.is.mmim?m^*>iiz>w£& 

[■Ml U »«£*<D£f6, JSTtfbttTttffifflC 



2002-502868 
[■mi 3] ib£t&#\ B#^s^Ti96ft*ci:£*sstt-rs, b* 

[■mi 4 J IbM^. OKh^tt, »(C#*I 1844T/^^-il4» 
5Em<7>C.N.C.U. ICSm^ftTl^P K Hl^ttSEBR 2002Xtt*CO£ig3EIH** 

SK)ir«t»«>, PKhJU^flU $$(C##| ia44T/<^^-^W5EF/T<7)C.N.C. 
U. i:SftSnti>$P K HU^ttSEBR 2OO2Xii"t<0£fi3E»i*0><3y8<, 

*»gh b^tc m * s tcffl t » 6 n a c t * mi £ r a i moM&o 



[0 0 0 1 ] 
[0 0 0 2] 

?^"5*T% SWB^BBfftfKfc^ft^o 0&^iS»<7>c:<7)tf*li:/P&«£3& 
Ti^o £lttu:j:3-31<BC<&T ? -*li, IL-S^SS&ICSI S ftSSfcOtt 
[0 0 0 3] 

Ltztf^Ts £J.T<nb<r>%&mt2>Zt1fT*%Z : K. Yoshisaki e>. Cytoki 
ne, 1990 2, 381-387; R.M. Grossman Proc. Natl. Acad. Sci. USA, 1989, 
86, 6367-6371; Ki rbauer e>. J. Iwnunol., 1989, 142, 1922-1928; K. Turke 
n Proc. Natl. Acad. Sci. USA, 1992, 89, 

5068-5072; J. Taylor-Papadimetr iou e>. Cell. Differ., 1982, 11, 169-180; 
L. Aarden e>s Lynphokines, 1985, 10, 175-182 0 S1\ j£j»<7>^fttC*5l^T 



SKtt, *Vc$(firmness)St>*?«*JtUo^««fi1)lff*^£«^e>W^. 
[0 0 0 4 ] 

rzfcto izt&m&mm t % it * bs« * £« tc ^ ^ * c t ^ an t * s 0 ^ffl 
ai*t*r*<b^«(J2/», rststaj fcn¥»r*(«))tt, >t^*jv4 hit 

[0 0 0 5] 
4b<M»«^iciar«o 

uft^tt (« ^ tf ffl® t> k a nm. cfc *j Kffltc UBS) 0>ia» t^ens ^sttt 



[0 0 0 6] 

Sttt*r*ttUitt*a±r*^»tt. Loiret(7^>*)0&«fflift#&#Bt* 
tlfc>4BBO*a)IW^&JMI*nfcB««fe-t». f*3®#^SEBR 2002fc*S£<* ftfc 
e COfftiftCDtittl*. /^^-;H»5E3rOC.N.C.II.tCl997*2flnac»H$ 

:<OM(04^fW^«, BioMerieuxt:J:UmaS5nTt^API 50 CH * 
^U'JX(gallerie) (atC^»^)Sl/ YT A-f * P vrt;H£&(Biolog Inc. US 

ioojycete)^COn K HU^(Rhodotorula)HC« l/T^5 3 ifftTEZ ft£<> 

u^iitt, ***<rainuta)«lCMa^t6>ft*14*$^T. 
[0 0 0 7] 

1844T*/?**y-^ffi^FftCDC.N.C.U. tC??ft$ ft Tt x -2> d<7)Bf5ttP K 
*«*>S1£tt, ShL-e (SI)tPf»fti*«ai»aXttW»H^CJ:oT3S*ft«o 

cftu. ratable <t u 5 il-6»co, fl3e$ft«sfi(m«)«i(c»r 

*Jt<0»^tcj:oTIH4j*ft* : 
[0 0 1 1 ] 

can 

si, w * 

gj£tt> IL-6 M£ 

[0 0 12] 

/«*^*Hlttifcti. SVK 14>T7*yif< MCttOT. ft«ttmttc«r*« 
«iilftl9<777t<UT, 1.2-6, tf*L<U1.5~4.5ff>SI1t«f£[;*l*C 
> $S14-?&*£ffHBfi*ii* 0 

IIP y K^<0*ilUJ:oT, 100fg*«f?(1/100)lC«UT*aait§a^l.5-4.5(7) 
tttttt«ai0~50inl»*£fc*T**. 

s*ac»*>t«>icti, «Moig*tt*MSL. *o>/w*^^*ttHir*i: 

[0 0 13] 

£J»«li, l~2H«ofc»fl7?*alM«Sc*TftaT*. ttWfel** 
mt LTSajMfflK&SCfcjyafSlAN, 

r*is«>6ft*o ttmcaitwic, 3E?irjssc§i8ica-r*co^^oc:t«fw 



2002-502868 

[0 0 0 8] 

»6ftfcB»«H»»ttaa^i-^(cryotube)U:4>W, -80t:?{S#T *<, - 
fte»0^i-^T'. KvfOSiJStS, 
^7f0(Ofa-7"4ISifi|i:t5l-BliHi;rn hzunzu/t^oTv 

7*««i:UT->*->- K/<7ftMt«. 

[0 0 0 9] 

*^?5£i4®#*«aiT* a. 

**l 1844<7)iSaU, t^"fft3!>»<0»Sl«J*»«a-efT-5Ci:^7#«5« 
[0 0 10] 

tttilt * £ t tc<fc o T8S«> e> ft* e 

oT3E1bU»*o TJ y KiUOiSattT. /« *^^<0ttm»C. 100fS%|f?(1/1 
00) ICtfT iSI tf*1. 5-4. SOtttb^ * ItJSOrol^S C £1fT*£%> 0 
[0 0 14] 

UTti. fflpltf. -7"^^-^, ^>y_^ x 7JPh-^, h'J>, 

, 3/\7S(S U*2->7- h Jl/ ^ - JbWX » tt^ L < Utt^O^K ^^53 

nibnr«6<rt)oi:t»M»4a3!iatts ^>/^7«, ^yh^^i^e. 
JiaiSftSo cifte>coiStt. •»ljttf^-b*'r >. zi/iz?)^ 

/w*7^«itt, «a^tccfte>02o<7)as^^fio-733ittf&/3tiia 

[0 0 15] 

«*«*asttc«***. 3&»ott^«a>ffli!S(cj:*K*afcfi*awraib€« 
a<brs/c*icisaj«i6iciiDjte)ft50«7c^icu N ^u^a. ^h';^A N & 

b^»» t/SMTt m if* if e> ft * o 
»* k i**»i«*opHtt*>-f «»tzaw4oa(c«tt#$ftT*»K aa«»aa 

l±23~38t:. U< «25—33rwaHTA*o 
[0 0 16] 



attain 

[0 0 1 7] 

MT*»«M200^ITs »ISS3EI««T« 0 95%<D£Sti:5%<&C02 £«T 
*»H»4>37T;?24ISH|iMflL ^ Ufc»*T£dc1fct*£*T*FC 

yu-y K0*«±»*Ki*, y-JUL^ h*<>^*03B£*T*-2O , CT';* 

[0 0 2 0] 

IL-6. IL-1/?. TNFo-StflL-Stt, BJSA7 7 y -fe -T * y h (R&D, Abington, UK) 
«^T«ll/fc, *J:j*l** Rffl^a^CU^^oT-lilMiL/zo -tie. 
0)T-y-bfO&tii 3po/mlT«>So ELISA#ftjC £ $ * >/^K<7)&&9fc 

^^T-y-b-riCioTff^U/cd-. Aardene>> Lynphok i nes, 1985, 10, 175 
-182) 0 

^»C7)pg/roJ3Z.«IL-€^B9^:^filJT y-b'r lZ^>t>TliU/ml ; 1 J.->y Mi. B9 
[0 0 2 1 ] 

[&2] 

»W*tl5 IL-6 ^£ 
IL-6 M£ 

[0 0 2 2] 

t L/T«ai$n*±i3<o«i»jsasi<ot^Tn*T^-ro 



»S 2002-502868 

<fc * l L-6® £K CffifKD £ 4 JUiStt € * r * - i: a^K $ ti . * ti e> <7) 

MT <DT y -b < Tifflfc $ ft /co 

t h>r^^y^< MCfc*-f >t* hd<7>IL-6^£C#-f *l 1844tt£$&<7)$!iafc 

r?m<Mmnm}. mT0*oizLTft^tz o 

[0 0 18] 

Wtt<7>*f* ? fr o * <7>&&i8XM) # 6 £ ft £«J tttt I 1 844 <7>fl| * <Dtt 
*4*E^;fco te?4^0.1g/<t«ttiii^lg^iai«T'X^y-JU/7K 50/50 (v/v)^^ 

IL-6^fi£^SiaiT5«iI^fi£^{iSignatt(7)l_PS(±ffliaS055 : B5)T. £ft£PBS 
*10mg/raiai«T*-20X:C^U/co LPSBIMll T * * U £ * v>Bli. Sigmatt 

j:>m*S*ftfco 

tt, ±ISW«fc9(CUTW«Lfcl 1844tttU«9«. te»ttm^tC^UT1%<0«» 
mmrm&Ltzo LPSti, 10Mg/mli»«T7 7 -yti< U^o 
[0 0 19] 

m is 

ffll^t h>7-^^^-^i' h^tiSVK 14^(J. Taylor-f>apadimetrioue>> Cell. 
Differ., 1982. 11, 169-180) o /to Cnii. 4.5 g/l ?~)IZI-X^ lOOwnol 
tTJWt*>m^- hUOA. 50U/ml^C- v'J>, 50>ig/ml^ hL-y h^7< v>SU f 10 
%*y>%t i M&Lm (FCS) *^WT*DMBUai6T<Z)i««Tl8»U>Co JtlKtLT, 7 
*f □ - J KF i co H (fijaiSfll) )^7yI>hT»RL> tt«#*» 6»fcIE?!t«E: t h 
U >/t»(PBMNC). ^eVCA 431^*3K(0>r5^y9-'f h(ATCC CRL 1555) SU* 
mUJim^mmmnjEflltlt h'rU'SVI h(Biopredic, Rennes)^. ±IBt 
^L:r**5^> EGF 10 mg/mlt^vTStt*Ui^ 50^g^^T U 

S 1 

iL-6fi^(cMa»si*twr«ttaii4»i*, um-eumiz u i844j*tii^j tm* 
i i844ttaj^ii, mm-mm&rsK v*-* 1 ?*;-** kil-6 ^*«i»r 

5o S^^n**JSOlL-€<75^t9M + 3 SD (11.8 + [3x0.8] = 13.6 pg/ml) ^ 
j|BStflU^(positivity)IBtttr*tx I 1844#mi$ll±. 0.12%^(SI = 1.23) 
COaiflC*^ n J: ';*^»STIL-6^&*W*lC«3ft L. ECso «0.25%IC^L < , 
*0«*«J»U:, IL-6^a«f2.30*«B(factQr)TW»Stl*2%Ofll*T»Sn 

»i|<Dt h>r^^y-9-< h^(A 431^)£6>U r tCiEttfrfc h>T7f^t-f hlC, 
Bf9E€rfiS»U/£:o SVX 14^T'83tf> e> tlfe feCO tft^Co T> I 1844|4m^li , »iJ0 
^^^yif-f h^(A 43l)tiE1»* J ir77 t >'-9'-f KCO-^iS«ifiD03573T'. 2J: »J 

[0 0 2 3] 
I 1844tttU%Ofi^<Wmi£l*. 

to^tzzt. 

- >r7f yt< hia^JSJn^t-f i i844ttttia<DK 

LPSKESfilJT'«>«'-K'J^^v>O^U^ SVK 14->7-7^y-9-< h(7)IL-6M^C 

^r*i i844i*ttj%<7)»«f*ffl«:ek«L*i^s LPS-Bsaifiiaitt. z<nit^iz 
ioT*«fl<jtcBg»$n* 0 -coemu. i i844jatb^T*ss»e>nfcfius^«ns 
<ort«*cj:*>fafeTii5i*fi^$n*t^t*^LT^*o $e>tc, B9/w^ 



[0 0 2 4] 

IL-6£fi£*$]];»-rSo tf-f hTWXO^S, ^CO^b^fcmft^UTtf 

. *nii&ffi?a?s*f£«ft£i£-to i i844«jt±m>i*, w5e$n^ffe<o-y-r ha 
f ><omm ft* <* -f iciL-6®£ft$!i&-f * c 

Z 0-51(0?- 2<LPSf*E£U. >T7^yit< htlL-^lC|g£>tl*:$iJ&<0#ft 

^zttf&to-mznZo 

[0 0 2 5] 

^(DJ:?^ I 1844tttitf&l*. *rH-JV-< h IL-6S^^H^^A 5 J: o IZ 

hlC<t*JIL-6^fi£^flIJfr5l 1844«ffi14)<7)t£fi(i, *mS<}T'&*o *ftii. I 
1844«ai^C@^t±«^ J: ^ t><OT% IHS<0f*3MS<0ot 9 £*@te<0>?&l;: «£ 

>0>9^IL-6lC-Pl,>T<O*gg0>e>ft£o I 1844#|tiJ!&C0*mi4Ut. IfflflS #^(7) 
mi5T?2teT'*>Zo *r=7*JV< hOlL-6C^-r*l 1844ttttJ^<7)$U*>g14^ffi 
0)<8g^5ltlCJ:*K 1.5-4. 5(0 IL-6fd^mS[^. SVK 14«aSSlCO^TIfffi$ tltc 

& 1 

1 i844«tii%iii N m&mmtfo.\%, Q.2%x.vo.mt%z>£?iz^ f)\,i$$_ 
i;5iBjci.76xDMai«t&(c^-r*o «t*ais6.4 fl /i<07x-/-ju?g)a^, m& 

I 1844ttttJ^«, 0.1%i»«;Bl>**nia±<Oi»«T% iR»i::*i^T#lAMt* 
ftB§*T£ 0 iRffiBflS<7)^t \sTm^tc7 x s -J\<?U, iRfflli0%T***o I 
1844tea^O^T;8t^£TT*72i3|H]^ 

[0 0 3 0] 

5:t?A5 0 zotc&iz^ mm&mmt hu^Mba^-yvftig^urw 

-•fe'tts 1,1- h vJUTS K-2-^x-Jux^JU^np^ ^;u^ hXTPOOTfcQrS 



2002-502868 

[0 0 2 6] 

So *fte>ft. FCS 10%, ^-y'J >/* H/7*h7-f-»l%, 7>vV>(fun 
gizone) l^l/NEAAOiJ^T 7 = yfi) 1% GibcoO$|®«) ^"i-^T £ ^ 
^^(Glutamax) 1 ft Wt*BME«4ft(»ie-f -^;H«ttl)-p*«r * e 

[0 0 2 7] 

75-cm2<7)^h';imC^/cMRC5 JfiSttft h'J^y^l/fcft, FCS 10%t1x1 

c*fflffi/mi<oitmTtt^Hft^rso*otzfflffi®>»?gftH«!!L. yju^^us 
(w.oooiBcoaaistTSo 

[0 0 2 8] 

[351] 



1. 76 X DMEM 


2. 3 ml 




1. 5 ml 


0. IN NaOH 


0. 25 ml 


FCS 


0.45 in) 




0. 5 ml 



[0 0 2 9] 

Z <0+#lC * * V ± <XU fcil^^ ft aS5on<7) ^h'Jl(A7f'^Py-S 

mmm&<7>imwmmft?&z 0 ^ene>ft. res io%, ^>'j>/^hu7h 

y>>'V> 1%5t/NEAA(pJ^7'= y») 1% Gibco(S3fSiflDft 

BH»^2ma/ml0)J8jft4:UTfflv.^37-y>i*, hW«*Wtt**<0lfi 
a^-y>T^S 0 h U ^ ^ A«» L =3 5 ->r > lift»+0. 3mg/ml (0)§?a i: U 
% -?C0>S14«0.06mCi/mlT'*5(Dupont Net-660) o 
[0 0 3 1 ] 

75-co>2 (7)^ h U miUl^^MRCS ««^ft h 'J 7"*> >4®M L fcft x FCS 10%t1x1 
0* IfflflS/ml OJt^TfiL^ttM ft «T *DUB«lc|ffl8S*S»>fc ft H«r S o 

MftaMa* yjMbftiae>"rx:«>(C7k±Tff9o 

[0 0 3 2] 

[^2] 



2 X DMEM 


400 pi 




300 M l 


0. IN SaflH 


fOO pt 


FCS 


100 M l 




100 M l 



[0 0 3 3] 

z <n-tftiz * ^ -fXL /ciB^^200 1 ft 24 »7 x ;u<o y U - h IC t> it . 37t: 
T'««t5o ScW-S^fi, 0.4/iCi/-7x;i,T**So 
mn&« §0X^(^500^1 (0DMBy«6i&+FCS 3%ftAtlSo 

zorz&iz^ s^x^^^isifesoo^ift^t. »f*">>?u->3>-ettsir* 

0 SOXJUCDMa^Smg/rolCO h U ^ V >/TPCKiS>a300^ I ft Atl, 37t:T'157>lS 
arSo h'J7*y>^(i, ^B*4'100mg/rol(Oh'jrv>RaS>S?6200^lftifl 



DUBJlSift+FCS 3%ft&0lJMC??«iQ;U * ^tC24B#(Bjyu- h$Hl/lS«T 

i i&Mttu&u. m*i«£^o.i%;BtfU5%fc£*j:-9ic, y;u^*tu«ntc 

2xD«ai l«i6-p#IRr5o 
[0 0 3 4 ] 

I I844ttbffi&tt. ia^Y- -t?S14ft£;s.$i^ r&JEB5|B]T% 
37^t- fe^D*#Hi;:**T*&J«l*3MbUfrUo 3 9^- 

ft£<5l5*fi;iS*l\, 

*®»lC**te<Mli/£ttaH»C*si*T. CUT«l3c$ti5l 1844«*i13> 
[0 0 3 5] 

1844*tittttU. ae«^(genotoxicity)* f ^:<^^c:i:t>AmesXO r 

, ^«tcffl t * 6 ti zit&mmnmmc-f&tMzm^ ^ti^ r»r t -s^ * n * i 

Z<DH^tt. fltt«C**4l«l 1844tttU^(0@WS14<D«fiEfcUT±fi<7)B 
»*L<tt, I 1844ttU4fc<i. mtt<^RRC**U0.000WR*%<7>«£ 

[0 0 3 8] 

>(microdieperse)<*nT^*n-->a >X«iS)«0^||* £ o Tl*T fc<fc l* e 

*>ft^UTBSttiCfli^e>n*S8rt*?, :^7fU, &«;fc(microcurrent) 
(7)<fc 9 «ttlN9tCJ:o Tfi»cg14ik* ti*5SttJ«»a)a* tiB«-r * c t 

7**--fc?M». /WyPf^^-, X^7fyt-f hi«$ifiia5tt>L<(iffl 
Rir«^T*£j£tt x Xtt£0*<^a«ffi»j£ttic*ffi*£/£tt % til a. (fan 
J«*^c>5?+-, &RftRRRIilttj31±R(-t!7£ Kv &RRjm)X(2»mi 
[0 0 3 9] 

X li * V&m ft If * ft fcTl* "f C . -1 0-60X: <7)Sj£ T^tSST'^ 
Otitic* oTfc»fltf8ft#fc*i.\, 
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[0 0 3 6] 

j&baaift*fco 

^ne>«. mtttfiafflk mm. m&m. sssk «#a. skuii. mss 

I 1844jatm&U:, -PtelCffi^(7)^:Mtc«UT0.00001-5m»%. 
0. 0001 ~2M% (ft (i , tZM U TRfcH) T ft * o 

*aw«Xbttffl«i«tt*»«u:tt. m$<7>3>MK#bo.ooooi~5fi*%. 
mm ciio. oooi ~2««%> $ e>ic*rfijizi*o.ooi~2M%, »a<«tt 

<7)3>M* IC U>. 01 ~2R*%<01« T > ± < ««XS * U K5£© ^ 6> e> 
[0 0 3 7] 

u;uRR^o«t o 4ttoy;MbafT^fl>»it4f« 3 1 t?z*%* sttjfta 

, 5IBItCffllSa73<0*^(0^-*-ftJKts fO)B*tt, «ft0Hfe0>ftRaRfr 
. WiLtf U*3OJK«XttBroR*(0»^ft^3E-3Ct*o 
[0 0 4 0] 

»TRRT4»*is IP«tc5ftt;^ft5 e m«)«1btt. »»OR»Jlctt*a««ft 

±®^aflSft«^r*Rii^afls<7)-si4^. ^^^notconT^Tr^it^ 

K*5»n5o ^i^T% ®t±*£ft£:3^-y>U\ RRRTW1*lc«c* 0 X^X^ 
me«R<<t»K W*UTJBWOR5l(C^T«»tft14ftB»«o 3<7)©R^VU* 

*?nft£i;. ^coemu^^rtSo 

[0 0 4 1 ] 

> ^>tsoftfflfte«s4's'-^(c@as«&* 0 
ftie»u. &me>»£2. s*t£;Bitfg*i, &mo>t>-f»*s. 

*ftm<0<b«EffilWttttt. tt^b^T^>fc«)«S»U>t&«fflicR®*n 
t»»;)»l/^«(ia^*>Ua) «t $ (comfort) fc»*)Xttff $ t» 

*n»tma(»#^an?t>»i<oj:$)5H^is^wA^>^ftiwiRr*o -s 



fc'*£ >X(ifit>?*(anti-blefflish)ffl)T^oTt>J:^o 
[0 0 4 2] 

S^»aj^(^«t9^«^$liaS[«)(phytosti«ajlins), 0* xtf^ y*^* 

o *ne>ii, ^fn-JK ^JSto&stfe* = >E£^fct'* * > 

?PU'J-7(microrelief) * 6 frlZt Z 0 * *l 6 l*SW)*MB S £ b 

[0 0 4 3] 

BS&Ki*li. 30~60tt<ft^120AtCO^Tfro*: o 4iilSJ*|^8<7) 

<t^ifij&aa>xetftifcu*: 0 

[0 0 4 6] 

gjfcffil : P K hJU^^fc I 1844&ft(7)tttftf£|<?>MI 

i.i SB 

1.1.1 

a) flM* t . ^ r« 'J flH<750^iS*l«ift 9 . 

(0 0 4 7) 

[§§3] 



(Sacchannomyces cerevisiae)Sci#M¥& 


10 g 




10 R 




20 g 




15 g 




I 1 



[0 0 4 8] 
[0 0 4 9] 

IS4] 



NaCI 


9.00 g 


KCI 


0. 42 g 


CaCI, 


0.48 g 


NaHCO, 


0. 20 g 




150. 00 g 


3-[s-^Ji/*'j ;]yaM>x;^>» (mops) 


3. 00 g 


fifi* ma 


1 I 
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/Co 

[0 0 4 4] 

te<DB«SffiS£l*. &«<7>ttJft. 7Pfri/7 va>(microdepression)tt 

JS» U fc&JVH * ft T t * * 9 -f >C * »K tttfflll t l£«BJl<7>*5 B <D 

iA^StT-f ?QUU-:7^8ttt*J»Clr*U:gS»K ^(sharpness 

jEft^oa^l/fcfiifdnixed skin)(7)B*0)'7-7'tt > ffl#fc»0>«ttttu:*r* 
[0 0 4 5] 

?5£*it*5ii*>£^:Ptt. 0t>t^?PU'J-7£*£ttlfcU:*U<S«>, ft 

£»3£T $ ^-y>^(iRi)7'f7P7"n- ; &m<r>wm& 

«jBgtS*^*7^ (phosphorous) -31 hvu* h 'J -IC«£ oT«B3$ ti/c 

o 

*HWro±gli, 4btttcffli*&n*K^ffll4'^beicW»«Wl 1844MJ 

[0 0 5 0] 
to 0 5 1 3 

[^5] 





10 g 




20 g 


3 — >X^--r — y (Corn sleep) 


10 g 




30 g 




10 nl 




1 1 



[0 0 5 2] 
[0 0 5 3] 

1^6] 



FeSO,- 7H : 0 


1 g 


MnSOr 4H,0 


1 R 


CuC I,- 2H,0 


0. 025 g 


CaCI,- 2H,0 


0. 1 g 


HjBO, 


0. 56 g 


(NH,)»Mo„- 4H,0 


0.02 g 


ZnSO,- 7H,0 


0.2 g 


ws* as 


1 1 



[0 0 5 4] 

mmiUs 150 rpmTa^U^r^e). 2'J7 hJKO=«7-7^=l4«r'30rT488# 
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1.1.2. 

iMlOO ml^^t;500-ml75^3(C}$a-r*o 
{0 0 5 5] 

[§57] 





20 g 


h 'J 7 h > 


20 g 




20 g 




10 ol 


«»* aa 


1 1 



[0 0 5 6] 

&m7tmmm « , juhhi . i . i ce«cd t><r>tm-T*$>z>o 

ttXtttt. 200 rpmT'ft^L/^^e., 30t: T'24B#H^W * * *o 
b) ±K?»fc*»fclOO mltgi*« ffi^^HJS^ l.l.l.bfcH-0>*46l2'J-v 
HJU£#fc20U y MU0>W«Cjgai^ CnCI ml/lto* hd? h-JKStruk 

toi<aais«))$io?i*o 

30TC, am^l win?, a&meg&T30fc<D£fl«£Etllttt 
h-s 32BW?it0>*o 

1.1.3.+ 

Ximi.1.2tn4tlcaffUft100 mlC07^*:3CDi«t&j£IB»U 
[0 0 5 7] 

[08] 





20 g 


h l JZfh> 


20 g 




30 g 




10 Dl 




1 Dl 




1 1 



[0 0 5 8] 

mmTcmmmu. mum i.i.ncE««>*»«>fcB-T**. 

tt«ft£« SfiSCT 1.1.2.btB«(0jfe#TT«ir***. 
1.1.4 

*«flji.i.2.a tratt<oa^«%-r*5oo olO*tt«*C, a#55*CD2Uy 

®MS£U0.75 mOT'SitSo *H^S30t:. 200 r pen T 2483 W £ -tfSo * 
i*T'. *ft€>£7-JUL> JiiT<7>ffl/£$WT£«ifc230'J-;/ hJUS*t»450y^ h 

[0 0 5 9] 

[09] 





30 g 


h u y h > 


20 g 


D 7i □ — X (Roferose) 


30 g 




10 ml 




1 a\ 


ms* mm 


\ 1 



[0 0 6 0] 

KRycmmmu. mum i.i.iccBttotafcN-Tftft. 



mt 3ot:, amsisi wn?, att&atg&TgmgraofttfB 

pHtt s T>^ = TT*5.5lCBISS-f So 308*tST'. JdcA«*«Ofc*£>U:?JU:3- 

tt«t, 37B#30**<7)&g:/^ h-T'it*)£o 
1.1.5 

181&500 »i*#t?2U-y Mu<o:77*36ffl*ft-rnc&aT*o 

[0 0 6 1 ] 
[01 0] 





20 g 


urn >m*#m&} 


20 g 




20 g 




10 ml 




1 1 



[0 0 6 2] 

*8*fl3tt> 220 rpmT'«^L,^A f e>. 30t T'24B#IBJ^W $ « *o 

&^T\ 6lH075^3^y-JUU. WT<7>*§j££^r*J$i&300Uy hVU££- 

t450'j v hJK7)^»«ic^a-r*o 

[0 0 6 3] 
[01 1] 





30 g 1 




20 g 




20 g 




10 Dl 




1 nt 




1 1 



[0 0 6 4] 

tt*5cx«»(*« mum i.i.ucEHofcotH-T**, 

&m®ii.. 301C. »SUSl wmt% attiSJX*£AT3096(C&lifta«S£t 

pHl*. T>^^rT5.5tCHSJT«o 35B#«T*. j£fiffi£«Ofctf>^OU=]-.X 

40B#t$<OfiScSy7 h-T'lttf>*o 
[0 0 6 5] 

1.2 

1.2.1 

tttfi*. ItttlH 1.1.1C&oTf»&9ll? HKO>+(500 ml©>tS^C2'J v h 
J U (7) 7 7 ^ D 1 8 fl ) tC O ^ * T ft o o 
9000 rptn (14,000 g) T'i»/D^« £ 10#IBHrt\ 154 g<&«147W * &3 

o 

(v/v) ig^^ t M T $ * * . 

o 

£3£ge£(9.8 g)U«atttt^««dcl/T43»J« d+l^112 ml<Opt^y->iHZ 
1z<T'lffiffiT*o 200fS(1/200)^^T5t, >r^^^1f-f h lCO^TWflJ*t« 



&<SI)l* 1.9***. 
[0 0 6 6] 

1.2.2 

3S«tti.2.ii:ra«<7>:/p m/uc©?^ *9e>ftfc>£te/« *^*i9oo g $ 

, 80'Jy hJl>(7):>'?PP*$>/**-/-JU (50/50) a^Tttffir*, 

s »«frK£fc/«1i/W*-**0«£j!^ S3M4/«*^:*1 kg3fc»J:m££tt4 

OUy hJHc;S< £*<* ?U:UT?t9o 

-*«***£«* /w*7^«5aT»t, sotr-iisT, wmt&iue 

93.8 g<*>l£H«fcHttfl f »6*U ^ ti £375 g CD 50/50 (v/v) X ^ > -JU/^tIo 
g/gttJM!*Utt«*ttt.2/<a*3A»l*. 1/200*|KT'2. 1(7) 

10 0 6 7] 

1.2.3 

HSS^H.1.3^e>OHU-> hJK7)ig«$){coL>T, «Bfcii£?T-?o 
rnhPJU««0i 1.2.2tra«T*»J» »6*lfc2.2 kg<7)>S14'W 
80'J-y hJK7)50/50 (v/v)v7PP* £ >/* * ^ -^jE^Ttttti L/c 0 

3J6T'/W*7*$&5*. 50rT'*2T. * *83£1£@ «* * 0 

98gOI£»tttii^^e>tl, £*t«. 0.2 g/g^r^tf^ft** 392g 
CDX*y-;U/*(50/50)<v/v) a*tt-p»Bi-r*o 

0.2//mT*aUfctt. C<7)>SJa$>r-7^y^-f h$ij*/ W * P JUT y -fe < 

7ffit«, i/zoocoft^T, *oatm&(si) 2.8^***1*0 

[0 0 6 8] 

1.2.4 

Sffiffi 1.1.3tHtttC0Tn«L/i12U-y hJKO«*^CO^T. «atiJ£?T9 
o £<&i§£Ctt»»»/D*H!£Bl^ ^V^^^(tT*o 1.6kgC0 

HM4/« *^Xtf, CCD/W*^*^ 80'Jy HK7)50/50 (v/v) 

*M«£Jfc*«*:tiL 1447 g<Dtt»ttffifcjCTO&tl* 0 C *l £13,023 g (7)50 
/50 (vA)x*y-;u/*gtett?flURU o.i g<D««ttmto#*E>fc£»*o 0 

.2/<mT'-5»U/:^ Zl<7)i£>S£4-7*y MH^WtP^^-yt-f T 

ffHffir^c i/ioo^irt'. «a«sa<si)2.6ar**n*, 

[0 0 7 1 ] 

[0 0 7 2] 
»1 2] 
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?pp* *>/* ^y-jUig^T&S'T** 

©£tt*o 

83 g^Kflltttti^Wen, dtl£747 g<7)50/50 (v/v) X * ,/ -it/Rift** 

0.1g/gOttJittU»M3&}ft«»*. 
&e>ft/c>g;$£0.2^mT'S£-f 1/100(7)^fRT'^#*§a(Sl)3.5^<*il 

[0 0 6 9] 

1.2.5 

g*Sffi 1.1.3.#e>CD230Vy hJU0>JMtt(»l*T. t&mZH?o 

it^w^^^^iu^i, 29 kg^atiA-r^^^^en*,, cctvw* 

■7 *8 kg S , 80 "J y h^CO50/50 (v/v) yfPP^ >/* £ ^ -;UiI^^T*& 
W«W^^$-ti-fc?*, 314 gOISJftttffl^^&nSc Cft£2826 g(7)50/50 

(v/v) x * y -;u/*a^»?»Kr *• 

C5UT»S*ifcsS»<0.1 g/gC7)(S«»t±J^)U. 1/100»WT. (SI 
)2.8£^T 0 

[0 0 7 0] 

1.2.6 

HJStfJ 1.1.5#6<7)330V y h;UCDi«$llCO^T> ttW£fT9o aWJBft'l?^ 
54.4 kgCO&te'W^v;*^^ Cl<7)/W*^*27.7 kg 5, 272 'J 
•y HK7>50/50 (v/v) PP * $ >/* 2 S -)VB&<fa-V®MT *„ 

mafttt/att/w =f ^^<o«^^ >fi^M*-r ^-^^ikg^/c ufttt-s£tt5>; 
•y Hn;:&< fcS^icLT&g-r*. 

@<*tt*o 



*J^#*7-<CARWMfER) 


0. 15 


h'JX*/— JP7S> 


0. 1 




5 




0.2 




3 




3 




2 


Xt-TUX(STEARETH>-20 






10 ; 




2 


Xr7U ;u7JPa-;i, 


0. 25 




0. 2 




0. 5 




5 


^X^uXDIWETHICONE) 


5 


«Btt:/5>5rh>tt/llfc 


0. 5 




3 


ti-tftf o/MBISABOLOU 


0. 5 


h37i'J ;P7-t^- h 


1 




0. 5 




0.8 




0.5 


I 1844 fism^ 


0. 1 


am 


100 



[0 0 7 3] 

mums : mm+-rmm%> 

[0 0 7 4] 
[*1 3] 





5 




0. 2 


h ux^y-;u7 = > 




#U J >V<— h-60 


0. 8 




0. 6 




2 


■5 / »J > 


0. 3 


t^jt] i^^^/lz/-^ — h (D I PEL ARGON ATE) 


5 




5 




0. 25 




s 




3. 00 




0. 5 




0. 5 


Xf7'J >flS 


2 


✓ t>-r/ — )l 


0. 5 


t7)ln >&i- h 'J tfA 


0. 05 




0.1 




1 




0. 5 




0. S 




0. 5 




0. 25 


BK*>* S3 


100 



[0 0 7 5] 

[0 0 7 6] 
[014] 



^2 0 0 2-5 0 2 8 6 8 





5 




0. 2 




i 




1 




5 




0. 5 




1 




3 




5 




1 




1 




0. 05 




0. 1 


h3 7x'J ib7tf- h 


] 




0. 7 




0. 5 




0. 15 




100 



[0 0 7 7] 
[0 0 7 8] 

[01 5] 





5 




0. 1 




5 




0. 1 




10 




1 




5 




0. 5 


h3 7i'j;i,7tf-h 


0. 5 




2 




1 




0. 3 


I 1844 


0. 1 




100 



[0 0 7 9] 

[0 0 8 0] 
[$161 





1 




0. 25 




5 




1 


7DI^7» 


I 




5 




0. 5 




0. 25 


t7;i-D>fith 'J9A 


0.01 




0. 7 


I I844ttbffi«5 


0.05 




100 



[0 0 8 1 ] 

Sill: *'J-A/t-y* 
[0 0 8 2] 
[01 7] 



[0 0 8 4] 

[01 8] 





0. 5 


hui^;-j^7i> 


0. 5 




i. 5 




3 




5 




20 




0. 7 




7 




0. 75 


•J > =f*nmtt 


3 




0. 5 




0.5 




0. 02 




1 




0. 3 




0. 1 






m& 


100 


[0 0 8 3] 
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T? U ;t3it!'j7- 




; h'jx^y — ;i>y ~ > 
t 


1 




15 


CH-CI6 3fU"7 r xXJt'^*- — h 


5 


3 31- h (COCOATE) 


2 




I 


! 'J > n'tttlltfj 


5 




0. 5 




3 




2 




O.S 




0.5 




0. 15 




100 
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[HUB] ¥J»1 2$3^1 3B (2 0 0 0. 3. 1 3) 

hue**] ses 

[&ffBI$0>fSB) 

ibttEifiritfco 

[»*JI2] «*ytf-f KCJ:5lL-6a^U$iJ2R-S14%^-r*tttfi%« f 

i»^3] ^r^^yy-'f hccjrsiL-ea^ccwakattt^rsisaitt^ 
r 2002X u * <D£ss:JM*to«» ^satrs 3 ic tat&<7> 

[»#JS5] 1844T'/t^*y-JU0f^PlT«7)C.N.C.U. IC S?ft £ ft T l > 

ft* * »*H 5 (wfBtt^ttj^ttmw^TTftBiStftT'iSitS ft* £ 
®i:t§> ^T7f/t< hCJ:«lL-6a£t=«iaK}£tt€Wr«tttt^««H3fi 



6 iciatto^^T^ e> ft fimm 7 ctstEoiajSfe. 

[B$3 9] M*S»SI«M.2-~60>. $-?*ytf-f h(C «fc*IL-6fi£lCW 
M*«1 0] /*-f StMbteT-tfUsEfflic 

1 o(zte«coa«^o 

Stm<DC.N.C.U. CSKJnrt^P KhJU^ttSEBR 2002X1* *<D£m&9M*Z 

imi 4j ^fyt-r htcjr«iL-6a*(cwasai4*WT*<b^» 

U. C«l«ftTl^n KhJ^ttSBR 2002X1* ■f0>£jB3S»i*<OteEo 
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(81)tt«:B E P(AT, BE, CH, CY, 

DE, DK, ES, F I, FR, GB, GR, IE, I 
T, LU, MC, NL, PT, SE), O A ( B F , BJ 
, CF, CG, CI, CM, GA, GN, GW, ML, 
MR, NE, SN, TD, TG), A P (G H , GM, K 
E, LS, MW, SD, SZ, UG, ZW), E A ( AM 
, AZ, BY, KG, KZ, MD, RU, TJ, TM) 
, AL, AM, AT, AU, AZ, BA, BB, BG, 
BR, BY, CA, CH, CN, CU, CZ, DE, D 
K, EE, ES, Fl, GB, GE, GH, GM, HR 
, HU, ID, I L, IS, J P, K E, KG, K P, 
KR, KZ, LC, LK, LR, LS, LT, L U, L 
V, MD, MG, MK, MN, MW, MX, NO, NZ 
, PL, PT, RO, RU, SD, SE, SG, SI, 
SK, SL, TJ, TM, TR, TT, UA, UG, U 
S, UZ, VN, YU, ZW 
(72)ISW# ^U-P, v»-7'J 

77>^, 17- 31120 vxJU 
'Jj 9 5^E1f> 9 
F 4B065 AA78X AC12 AC14 BA22 

BC03 BD16 CA24 CA50 
4C083 AA031 AA032 AA072 AA082 
AA112 AA122 AB242 AB282 
AC012 AC032 AC072 AC112 
AC122 AC182 AC242 AC352 
AC402 AC422 AC442 AC542 
AC642 AC792 AD042 AD072 
AD092 AD152 AD162 AD332 
AD352 AD412 AD452 AD492 
AD512 AD532 AD622 AD642 
AD662 BB51 CC01 CC04 
CC05 CC07 DD23 DD27 DD31 
DD41 EE12 EE13 FF01 
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INTERNATIONAL SEARCH REPORT 



lnt«rr at AppHcatton No 

PCT/FR 99/00220 



B. FIELDS SEARCHED 


Minimum documsrtaiton searched (class 

IPC 6 A61K 


itfteslon sysiem toflowed by etassmcauoo symoos) 




Oooumentelion eearohed other than main 


num documentation to tiro extent thai such documents are a 


Tdutl*cr inthofietaaearcrted 



A- CUASSlRCATtON OF SUBJECT MATTER 

IPC 6 A61K7/48 



Acoontng to Irtematjonaj Patent Ctass^caiton (IPC) Of to both national dassiucarpn end IPC 



Electronic cam base ccrouted cturfrvj the international search {name of data base and. where practical, search term* used) 



C. DOCUMzNTS CONSIDERED TO BE RELEVANT 



Category" Citation of document with Indcstbn, where apprapriata. of tha relevant passagos 



Relevant to ctatm No 



DATABASE WPI 
Week 9510 

Derwent Publications Ltd., London, GB; 

AN 95-070208 
XP002088375 

"Cosmetic materlal-constalns collagenase 
Inhibitor and controls reduction of dermal 
collagen and loss of skin elasticity" 

A 

see abstract 

& JP 06 345636 A (NQNOGAWA SHO0I YG) 
20 December 1994 

PATENT ABSTRACTS OF JAPAN 

vol, 016, no. 194 (C-0938), 11 May 1992 

& JP 04 029916 A (SHISEID0 CO LTD), 

31 January 1992 

see abstract 

V— 



1,12,16 



1,12,16 



Further document? ore fisted in the continuation of box C- 



■0 



Patent family members ate fisted in annex. 



° Special categories of cited document* : 

"A" document defining, the aanarul state of the art which b not 

ccneidetod to be of particular rettvanw 
"E" earlier document but pubiahed on or after the mtemefJonal 

filing data 

"L* aoaanem which may throw docbts on prtomy datm(a) or 
wracn o caod to osiaposn ine publication data of another 
citation or other spec taf reason (ae specified) 

"O* dooumeft referring to an oraJ c fl ac fo suro, use, exhibition or 
other means 

"P" document pubfi shod prior to tho international tiling data but 
later then the priority date oteimed 



T" later obcumort pubtferwd aUcr the InternelbRsi fling date 
<w pmmy daw ana not in conroa wim the eppecation bur 
crta<3 tc understand the principle or theory underlying the 
invention 

*X" document ot pedicular reWonce; th« ctidrrmd invention 
cannot be considered rove! or cannot b» considefed to 
involve an nventtve step when the document is taken alone 

*V* document of partkxdarrolovanco; thoctamod invention 

cannot be considered to invotvo an rwenrWe step when tho 
document ia cumbi rod wflhono or more other such docu- 
ments, aucn cornbloatton being ocvtoua tea person stated 
In the on 

document motnbar of the aunt potent iomHy 



Date of the actual carnptatbn of tho Internabonat search 

26 April 1999 



Dale of man frig of the Irtetnatbnal search report 

07/05/1999 



Nam© and mafiing address of the ISA 

European Patent OfTico. P.B. 5818 Patonflaan2 
NL - 2280 HV Rjjswqk 
Tel. <*31 -70)340-20*0. Tx. 31 661 epo nl. 
Fax; f+SI-TO) 340-3016 

PCT/i8A«ie i^wnd»ta»«t>(Ju*T 1002) 



Authorized officer 



Beyss, E 
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C. (Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Catago*y * Citation of gooj stem, won roscanoawnere appropriate, of tlw fs&vari pastages 



Ratovam o claim No. 



EP 0 335 554 A (UNILEVER PLC ; UNILEVER NY 
(ML) ) 4 October 1989 
see claim 1 

HOLLER A ET AL: "Regulation of monocyte 
and keratinocyte Interleukin 6 production 
by transforming growth factor beta." 
EXPERIMENTAL DERMATOLOGY, (1934 DEC) 3 (6) 
314-20. JOURNAL CODE: 8Q6. ISSN: 
0906-6705., XP002088374 
Denmark 

PATENT ABSTRACTS OF JAPAN 

vol. 013, no. 072 (C-57G), 

17 February 1989 

& JP 63 264513 A {LION CORP), 

1 November 1988 

see abstract 



1,12,16 



1,12,16 



1-4,12, 
13,16 
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information on patent i«m i ty mem oero 



Inter. i«l AppRcottor* No 

PCT/FR 99/00220 



Patent document 
cited in search report 



Publication 



Patent family 
member^*) 



Publication 
date 



EP 0335554 



04-10-1989 



AT 
CA 
GR 

vJP 

JP 
JP 

US 



77937 
1325S98 
3005864 
1287013 
1770969 
4060567 B 
5037643 A 



15-07-1992 
28-12-1993 
07-06-1993 
17-11-1989 
30-06-1993 
28-09-1992 
06-08-1991 



Fo«n PCT/WA«10 (pat»rt tmrcOy «nn«0 <Jutr 
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